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DETAILED ACTION 

Application status 

In response to the previous Office action, a non-Final rejection (mailed on 
06/12/2007), Applicants filed a response and amendment received on 09/29/2008. Said 
amendment canceled Claims 1-5, 7, 8, 11-16, 18-27, 35, 37, 44 and 45, amended 
Claims 9, 10, 28, 39-43 and 46, and added Claims 47-62. Thus, Claims 6, 9, 10, 17, 
28-34, 36, 38-43 and 46-62 are at issue and present for examination. 

Upon further consideration of the amendment to claims filed on 05/12/2008, the 
previous restriction requirement mailed on1 2/14/2006 is hereby withdrawn. Additional 
review of the disclosure led the Examiner to issue the instant restriction requirement, 
which further restricts the subject matter of previous Invention I. The Examiner regrets 
any inconvenience this may cause. 

Election/Restrictions 

Restriction is required under 35 U.S.C. 121 and 372. 

This application contains the following inventions or groups of inventions which 
are not so linked as to form a single general inventive concept under PCT Rule 13.1 . 

In accordance with 37 CFR 1 .499, applicant is required, in reply to this action, to 

elect a single invention to which the claims must be restricted. 

Group I: Claims 6, 9, 10, 17, 28-34, 36, 38-43 and 46-62, drawn to a recombinant 
inhibitor, or an inhibitor fragment thereof, which inhibits kallikrein, comprising a serpin 
sequence, comprising a modified Reactive Serpin Loop. 
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For Group I, further restriction is required as shown below from Groups [1] to [2] 
(NOTE: This is NOT a species election). 

[1] Election of a single serpin sequence from the group consisting of alpha- 
lantichymotrypsin (ACT), protein C inhibitor (PCI), alpha-lantiproteinase (AAT), human 
alpha-lantitrypsin-related protein precursor (ATR), alpha-2-plasmin inhibitor (AAP), 
human anti-thrombin-lll precursor (ATIII), protease inhibitor 10 (PI10), human collagen- 
binding protein 2 precursor (CBP2), protease inhibitor 7 (PI7), protease inhibitor 
leuserpin 2 (HLS2), human plasma protease C 1 inhibitor (C 1 INH), 
monocyte/neutrophil elastase inhibitor (M/NEI), plasminogen activator inhibitor-3 (PAI3), 
protease inhibitor 4 (PI4), protease inhibitor 5 (PI5), protease inhibitor 12 (PI12), human 
plasminogen activator inhibitor-1 precursor endothelial (PAI-I), human plasminogen 
activator inhibitor-2 placental (PAI2), human pigment epithelium- derived factor 
precursor (PEDF), protease inhibitor 6 (PI6), protease inhibitor 8 (PI8), protease 
inhibitor 9 (PI9), human squamous cell carcinoma antigen 1 (SCCA-1), human 
squamous cell carcinoma antigen 2 (SCCA-2), T4-binding globulin (TBG), Megsin, and 
protease inhibitor 14 (PI14), as listed in claim 9 is required. 

[2] Election of a single amino acid sequence representing the P6-P'6 of a 
modified Reactive Serpin Loop is required, and furthermore, Applicants are required 
to point out which SEQ ID NO(s) from the group consisting of: 

[i] SEQ ID NOs: 2, 4, 8, 10 and 14, as listed in claim 10; 

[ii] SEQ ID NOs: 16, 17, 18, 19, 20, 21, and 22, as listed in claims 41 and 62; 
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[iii] SEQ ID NO: 23, SEQ ID NO: 24, SEQ ID NO: 29, SEQ ID NO: 30, SEQ ID 
NO:32, SEQ ID NO: 33, SEQ ID NO: 36, SEQ ID NO: 37, SEQ ID NO: 40, SEQ ID NO: 
41 , SEQ ID NO: 50, SEQ ID NO: 51 , SEQ ID NO: 56, SEQ ID NO: 58, and SEQ ID NO: 
67, representing a structurally different P3 - P'2 amino acid sequence, as listed in claim 
51; 

[iv] SEQ ID NO: 25, SEQ ID NO: 26, SEQ ID NO: 27, SEQ ID NO: 28, SEQ ID 
NO: 35, SEQ ID NO: 42, SEQ ID NO: 44, SEQ ID NO: 45, SEQ ID NO: 47, SEQ ID NO: 
49, SEQ ID NO: 57, SEQ ID NO: 62, SEQ ID NO: 63, and SEQ ID NO: 66, representing 
a structurally different P4 - P'1 amino acid sequence, as listed in claim 53; 

[v] SEQ ID NO: 31 , SEQ ID NO: 43, SEQ ID NO: 46, SEQ ID NO: 52, SEQ ID 
NO: 53, SEQ ID NO: 55, SEQ ID NO: 60, SEQ ID NO: 61 , and SEQ ID NO: 68, 
representing a structurally different P2 - P'3 amino acid sequence, as listed in claim 55; 
and 

[vi] SEQ ID NO: 34, SEQ ID NO: 38, SEQ ID NO: 48, SEQ ID NO: 54, and SEQ 
ID NO: 59, representing a structurally different P1-P'4 amino acid sequence, as listed in 
claim 57, 

correspond to the single elected amino acid sequence representing the P6- 
P'6 of a modified Reactive Serpin Loop . It is noted that SEQ ID NOs that are 
subsequences of the single elected amino acid sequence representing the P6-P'6 of a 
modified Reactive Serpin Loop, i.e., those SEQ ID NOs having overlapping scope with 
the single elected amino acid sequence representing the P6-P'6 of a modified Reactive 
Serpin Loop, will be examined on the merits. 
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The inventions listed as Groups [1]-[2] and Groups [i]-[vi] do not relate to a single 
general inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, they 
lack the same or corresponding special technical features for the following reasons: 
Where a group of inventions is claimed in an application, the requirement of unity of 
invention shall be fulfilled only when there is a technical relationship among those 
inventions involving one or more of the same or corresponding special technical 
features. The expression "special technical features" shall mean those technical 
features that define a contribution which each of the claimed inventions, considered as 
a whole, makes over the prior art. 

According to PCT Rule 13.2, unity of invention exists only when there is a shared 
same or corresponding special technical feature among the claimed inventions. All of 
the proteins, modified RSL sequences, and pentapeptides listed in Groups [1]-[2] and 
Groups [i]-[vi] represent structurally distinct molecules having different properties 
(emphasis added), i.e., having different amino acid sequences, difference in antibody 
recognition, etc., and therefore, they do not share the same technical feature. Although 
one may argue that the special technical feature between these Groups is that they all 
comprise a modified reactive serpin sequence that inhibits kallikrein, it is noted by the 
Examiner that such technical feature was known in the prior art. Chagas et al. 
(Determinants of the unusual cleavage specificity of lysyl-bradykinin releasing 
Kallikreins, Biochem. J., 1995, 306, pp: 63-69) teach a recombinant inhibitor of 
kallikrein, i.e., Abz-F-R-(note this arginine is at P1 position based on where the scissile 
bond is)-S-F-R-Q-EDDnp, (see peptide R14 on page 65, Table 2, which is not 
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hydrolysed by human tissue kallikrein), along with other modified reactive serpin loop 
sequences having increased binding affinity to and increased inhibition of kallikrein 
(compare Km and Kcat values on Tables 1-3 on page 65), which anticipates a 
recombinant inhibitor protein, or an inhibiting fragment thereof, which inhibits a 
kallikrein, comprising a serpin sequence comprising a modified Reactive Serpin Loop 
having a substituted P1-P1' scissile bond-containing pentapeptide, wherein P1 is an 
arginine (R) or a lysine (K) which results in increased binding affinity for said kallikrein. 
Taken together, Groups [1]-[2] and Groups [i]-[vi] lack the same or corresponding 
special technical feature, and unity of invention between the groups does not exist. 

Applicant is advised that the reply to this requirement to be complete and must 
include an election of the invention to be examined even though the requirement be 
traversed (37 CFR 1.143). 

Applicant is reminded that upon the cancellation of claims to a non-elected 
invention, the inventorship must be amended in compliance with 37 CFR 1.48(b) if one 
or more of the currently named inventors is no longer an inventor of at least one claim 
remaining in the application. Any amendment of inventorship must be accompanied by 
a petition under 37 CFR 1.48(b) and by the fee required under 37 CFR 1.17(1). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jae W. Lee whose telephone number is 571-272-9949. 
The examiner can normally be reached on Monday through Friday from 8:30-7:00. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jon Weber can be reached on 571-272-0925. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/JAE W LEE/ 
Examiner, Art Unit 1656 

/Rebecca E. Prouty/ 
Primary Examiner, 
Art Unit 1652 



